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263 Diversity in Rotavirus–Host Glycan Interactions: A “Sweet” SpectrumS. Ramani, L. Hu, B. V. Venkataram Prasad, and M. K. Estes
Rotaviruses exploit host glycans as receptors for cell attachment. The discovery that human
rotaviruses bind a spectrum of host glycans provides new insights into virus pathogenesis.
Glycan expression is determined genetically and regulated developmentally, which may affect
susceptibility to infection and vaccination.BRIEF REPORT
274 Contribution of Mesenteric Lymph Nodes and GALT to the IntestinalFoxp3D Regulatory T-Cell Compartment
D. Geem, V. Ngo, A. Harusato, B. Chassaing, A. T. Gewirtz, R. D. Newberry, and
T. L. Denning
This study showed that the absence of CCR7 or mesenteric lymph nodes/gut-associated
lymphoid tissue did not appreciably impact total intestinal Foxp3þ regulatory T cell
representation in the steady-state. However, mesenteric lymph nodes/GALT are required for
normal peripherally induced Foxp3þ regulatory T cell differentiation in the small intestine,
but not in the large intestine.
See editorial, Edelblum KL, on page 253ORIGINAL RESEARCH
281 Netrin-1 Protects Hepatocytes Against Cell Death Through SustainedTranslation During the Unfolded Protein Response
T. Lahlali, M.-L. Plissonnier, C. Romero-López, M. Michelet, B. Ducarouge,
A. Berzal-Herranz, F. Zoulim, P. Mehlen, and R. Parent
The unfolded protein response (UPR) is a hallmark of numerous liver diseases including
cancer. Here, we report that in the liver, netrin-1 protects against UPR-related cell
death through UPR-resistant, internal ribosome entry site–driven translation, and the
UNC5/death-associated protein kinase pathway.
See editorial, Karp SJ, on page 255302 Hepatitis C Virus-Induced Monocyte Differentiation Into Polarized M2
Macrophages Promotes Stellate Cell Activation via TGF-b
B. Saha, K. Kodys, and G. Szabo
It is not known whether hepatitis C virus (HCV) infection causes monocytes to differentiate
into polarized macrophages. We showed that HCV-infected hepatoma cells or cell-free HCV
induce monocyte differentiation into M2-polarized macrophages, which activate hepatic
stellate cells and validated our ﬁndings in monocytes from chronic HCV patients.317 CFTR Activator Increases Intestinal Fluid Secretion and Normalizes
Stool Output in a Mouse Model of Constipation
O. Cil, P.-W. Phuan, S. Lee, J. Tan, P. M. Haggie, M. H. Levin, L. Sun, J. R. Thiagarajah,
T. Ma, and A. S. Verkman
Activation of the cystic ﬁbrosis transmembrane conductance regulator chloride channel drives
ﬂuid secretion in the intestine. High-throughput screening identiﬁed a small-molecule cystic
ﬁbrosis transmembrane conductance regulator activator that increases intestinal ﬂuid
secretion. Oral administration of the activator corrected constipation in a mouse model.
See editorial, Lencer WI, on page 256
328 Intestinal Dysbiosis Contributes to the Delayed Gastrointestinal
Transit in High-Fat Diet Fed Mice
M. Anitha, F. Reichardt, S. Tabatabavakili, B. G. Nezami, B. Chassaing, S. Mwangi,
M. Vijay-Kumar, A. Gewirtz, and S. Srinivasan
High-fat diet feeding leads to intestinal dysbiosis and delayed colonic motility. Circulating
lipopolysaccharide and palmitate act together to activate Toll-like receptor 4, leading to
enteric neuronal apoptosis. Prebiotic supplementation reduces serum lipopolysaccharide
and improves high-fat diet–induced nitrergic myenteric neuron degeneration and colonic
transit delay.
See editorial, Camilleri M, on page 257
340 Critical Role of PepT1 in Promoting Colitis-Associated Cancer and
Therapeutic Beneﬁts of the Anti-inﬂammatory PepT1-Mediated
Tripeptide KPV in a Murine Model
E. Viennois, S. A. Ingersoll, S. Ayyadurai, Y. Zhao, L. Wang, M. Zhang, M. K. Han,
P. Garg, B. Xiao, and D. Merlin
Peptide transporter 1 (PepT1) is highly expressed in colorectal tumor biopsy specimens and
exacerbates tumor development in murine models of colitis-associated cancer. The small
peptide Lys-Pro-Val, transported by PepT1, decreases colon tumorigenesis, suggesting that
PepT1 is a potential therapeutic target for colon cancer.358 Crohn’s Disease Fibroblasts Overproduce the Novel Protein
KIAA1199 to Create Proinﬂammatory Hyaluronan Fragments
A. Soroosh, S. Albeiroti, G. A. West, B. Willard, C. Fiocchi, and C. A. de la Motte
The novel protein KIAA1199 is overproduced by Crohn’s disease mesenchymal cells in vivo and
in vitro. KIAA1199 is important for generating proinﬂammatory and proﬁbrotic hyaluronan
fragments. Interleukin 6, overproduced by Crohn’s disease cells, regulates deposition of
KIAA1199 by ﬁbroblasts.369 ZnT2-Mediated Zinc Import Into Paneth Cell Granules Is Necessary
for Coordinated Secretion and Paneth Cell Function in Mice
A. B. Podany, J. Wright, R. Lamendella, D. I. Soybel, and S. L. Kelleher
The current study determined that zinc transporter (ZnT)2 was responsible for Zn uptake
into Paneth cell granules. Moreover, loss of ZnT2 function in ZnT2-null mice impaired Paneth
cell function and granule structure, secretion, and antimicrobial activity, which led to
gastrointestinal dysbiosis.
See editorial, Manary M, on page 259.
